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Figure 2 
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DSS-induced Model of Chronic Colitis 
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Figure 4 
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< FRl > CDR1 < FR2 > CDR2 

1.33 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SHYMS WFRQAPGKBREFVA AI TSSSRTYYTES VKG 
3 . 14 AVQLVESGGGLVQPGGSLRLSCAASGFTFS SHYMS WFRQAPGKEREFVA AI TSSSRTYYTES VKG 
2-34 QVKLEESGGGLVQPGDSLRLSCAASGFTFS SHYMS WFRQAPGKEREFVA AITSSSRTYYTESVKG 
1.4 EVQLVES GGGLVQAGGSLRLSCAASGRTFS NYVMG WFRQAPGKERDFW GIGRSGGDNTYYADSVKG 
Ia9 QVQLVESGGGLVQAGGSLRLS CAASGRTFS NYVMG WFRQAPGKERDFW GIGRSGGDNTYYADSVKG 
2.2 0 EVQLVESGGGLVQAGGSLRLSCAASGRSFS SYAMA WFRQAPGKEREFVA AI SWGGGST YYAVS VKG 
IIIa6 EVQLVESGGGLVQAGGSLRLSCAASGRSFS SYAMA WFRQAPGKEREFVA AI S WGGGSTYYAVS VKG 
Ia26 QVQLQESGGGSVQAGGSLKIiSCAASGRGFS RYAMG WFRQAPGQDREFVA TISWTNSTDYADSVKG 
IIIa42 EVQLVESGGGSVQAGGS LKLSCAASGRS FS TYAMG WFRQAPGQDREFVA TISWTDSTDYADSVKG 
Ia33 QVQLQESGGGSVQAGGSLKLSCTASGRRFS TYAVG WFRQAPGQDREFVA TISWTNSTDYADSVKG 
3.1 EVQLVESGGGSVQAGGSLKLS CTASGRRFS TYAVG WFRQAPGQDREFVA TISWTNSTDYADSVKG 
Ial QVQLQESGGGLVQAGGSLLLSCAASGRTFS SYAMG WFRQAPGKEREFVA AINWSGGSTSYADSVKG 
Ia21 QVQLQESGGGLVQAGGSLLLSCAASGRTFS SYAMG WFRQAPGKEREFVA AINWSGGSTSYADSVKG 
IIIa3 QVQLQESGGGLVQAGGSLLLSCAASGRTFS SYAMG WFRQAPGKEREFVA AINWSGGSTSYADSVKG 
1.9 QVQLQESGGGLVKAGGSLRLS CAASGRTFS SYVMG WFRQAPGKEREFVG AIHWSGGRTYYADSVKG 

1.34 QVQLQESGGGLVQAGGS LRLS CAASGRTFS KYAMG WFRQAPGKEREFVS AISWSDGSTYYADSVKG 
IalO QVQLQESGGGLVQAGGSLRLS CAASGRTFS KYAMG WFRQAPGKEREFVS AISWSDGSTYYADSVKG 
2.6 QVQLQE SGGGLVQAGGSLRLS CAASGRTFS NYAMG WFRQAPGKEREFVA AINWGGGNTYYADSVKG 
3.34 QVQIiQESGGGLVQAGGSLRLS CAASGRTFS SYAIG WFRQAPGKEREFVA AISWGGSNTYYADSVKG 

1.38 QVQLQDSGGGLVQAGDSLRLSCAASGRSFG GYAMG WFRQAPGKEREFVA AISWSGGSTYYADSLKG 
3.32 QVQLQE SGGGLVQAGGSLRLS CAAS GRTFS GYAMG WFRQAPGEERE FVA AI SWRGTSTYYGDS AKG 
4.43 QVQLQESGGGLVQAGGSLRLS CAASGRTFS GYAMG WFRQAPGEERE FVA AI SWRGTSTYYGDS AKG 
Ial5 QVQLQDSGGGLVQAGGSLRLS CAASGGTFS SYAMG WFRQAPGKEREFVA AI GLNTYYADS VKG 
Ia7 QVQLQESGGRLVQTGGSLRLS CAASGGTFG TYALG WFRQAPGKEREFVA AI SRFGST YYADS VKG 

3.39 QVQLQESGGGLVQTGGSLRLSCAASGRYIM G WFRQAPGKEREFVA GI SRS GAST AYADS VKD 

3.40 QVKLEESGGGLVQAGGSLRLS CSASGLTFS NYAMA WFRQAPGKEREFVA TI SQRGGMRHYLDS VKD 

4.22 QVKLEES GGGLVQAGGSLRLSCAASGS I FS INAMG WYRQAPGKQRELVA RI TGTGTGI TGAVS TNYADS VKG 

4.11 QVKLEESGGGLVQAGDSLRLSCAASGRSFS SITMG WFRQAPGKERQFVS AINSNGNRYYADSVKG 

4.21 EVQLVESGGGLVQAGGSLRLS CAVSGRTFS SMG WFRQAPGKEREFVA TINLSGDRTDYADSVKG 

IIIa5 EVQLVESGGGLVQAGGSLRLSCTASGRTFS SYAMG WFRQTPGKEREFVA AITS SGGSTYYADSVKG 

3.18 EVQLVESGGGLVQPGGSLRLSCVASGFTFA DYAMS WVRQAPGKGLQWVS SISYNGDTTYYAESMKD 
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< FR3 > 

1.33 RFT I SRDNAKNTVYLQMNSLKS EDTAVYYCAA 
3 . 14 RFT I SRDNAKNTVYLQMNS LKS EDTAVYYCAA 

2.34 RFT I SRDNAKNTVYLQMDSLKS EDTAVYYCAA 
1 . 4 RFTI SWDNAKNTMYLQMNSLKPEDTAVYYCAA 
Ia9 RFTI S WDNAKNTMYLQMNS LKPEDTAVYYCAA 
2.20 RFTI SRDNAKNTVYLQMNS LKPEDTARYYCAA 
II I a6 RFT I SRDNAKNTVYLQMNS LKPEDTARYYCAA 
Ia2 6 RFAISRDNAKNTAYLQMNSLKPEDTAVYYCAA 
IIIa42 RFTISRDNAKNTGYLQMNSLKPEDTAVYYCAA 
Ia3 3 RFTISRDNAKNTGYLQMNSLKPEDTSVYVCAA 
3 . 1 RFTI SRDNAKNTGYLQMNS LKPEDTS VYVCAA 
Ial RFTI SRDNTKNTVYLQMNSLKPEDTAAFYCAA 
Ia21 RFTISKDNTKNTVYLQMNSLKPEDTAAFYCAA 
1 1 1 a3 RFTI SRDNTKNTVYLQMNSLKPEDTAAFYCAA 
1 . 9 RFT I S S DNAKNTL YLQMNS LKP EDTAVYYCAA 
1.34 RFTISRDNAKNTVYLQVNSLKPEDTAVYYCAA 
IalO RFTISRDNAKNTVYLQVNSLKPEDTAVYYCAA 
2 . 6 RFTI SRDNAKNTVYLQMNS LKPEDTAVYYCAA 
3.34 RFTI SRDNAKNTVYLQMNS LKPEDTAVYYCAA 

1.38 RFTI SRDNAKNTVYLQMNS LKPEDTAL YYCAA 
3.32 RFTISRDNAKNTVYLQMNSLKPEDTAVYYCAA 
4.43 RFTI SRDNAKNTVYLQMNS LKPEDTAVYYCAA 
Ial5 RFT I SRDNAKNTVYLQMNS LKP EDTAVYYCAA 
Ia7 RFT I SRDNANNTVYLEMNSLKPEDTAVYYCAA 

3.39 RFTISRDSALNTVYLQMNSLKAEDTAVYFCAA 

3 .40 RFTISRDNAKNTVYLQMNSLKPDDTAVYYCAA 
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Figure 9 - 2 
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Figure 10 
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Figure 11-2 
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Bispecific construct: specific 
internalising VHH linked to 
specific VHH for intracellular 
target 



Construct of internalising VHH 

linked to a drug, toxic 
compound or polynucleotide 





Internalising receptor 
Internalising VHH 

Specific VHH for intracellular target 
Intracellular target 
*J* Therapeutic protein, drug, toxic compound or polynucleotide 



Figure 12 



